REMARKS 



Claims 1, 29, 42, 43, 45, 48, 54, 58-67, 73-74 and 88-104 are pending in the 
application. Claims 29, 42, 45, 48, 89, 92 and 93 have been amended to clarify the invention, 
and claim 105 has been added. Claims 1, 43, 73, 74, 88 and 91 have been cancelled without 
prejudice. Upon entry of this amendment, claims 29, 42, 45, 48, 54, 58-67, 89-90, and 92- 
1 05 will be pending. 

Claim 29 has been amended to recite "an individual having breast cancer." Support 
for this amendments is found in the specification, e.g., at page 16, paragraph [0053]; page 81, 
paragraph [00199] and page 83, paragraph [00203]. 

Claim 29 also has been amended to recite "wherein ER+ designates a high ER level 
and ER- designates a low ER level, wherein said ER/AGE is a metric of said ER level 
relative to the age of said individual, and wherein LN+ designates a greater than 0 lymph 
nodes status in said individual and LN- designates a 0 lymph nodes status in said individual." 
Support for this amendments is found in the specification, e.g., at page 12, paragraph [0033] 
and page 91, paragraph [00225]. 

Claim 29 also has been amended to recite "determining for said individual a profile 
comprising measurements of the levels of expression of at least two respective genes." 
Support for this amendments is found in the specification, e.g., at page 51, paragraph [001 17] 
and page 55, paragraph [00123]. 

Claims 29, 42 and 89 have been amended to recite, in pertinent part, "comparing . . . 
said profile to a good prognosis template and/or a poor prognosis template." Support for this 
amendment is found in the specification, e.g., at page 13, paragraph [0034]; page 51, 
paragraph [001 17]; and page 54, paragraph [00122]. 

Claims 29, 42 and 89 also have been amended to recite, in pertinent part, "having a 
good prognosis if said profile has a high similarity to said good prognosis template, has a low 
similarity to said poor prognosis template, or has a higher similarity to said good prognosis 
template than to said poor prognosis template, wherein said profile has a high similarity to 
said good prognosis template if the similarity to said good prognosis template is above a 
predetermined threshold, or has a low similarity to said poor prognosis template if the 
similarity to said poor prognosis template is below said predetermined threshold" and 
"having a poor prognosis if said profile has a high similarity to said poor prognosis template, 
has a low similarity to said good prognosis template, or has a higher similarity to said poor 
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prognosis template than to said good prognosis template, wherein said profile has a high 
similarity to said poor prognosis template if the similarity to said poor prognosis template is 
above said predetermined threshold, or has a low similarity to said good prognosis template if 
the similarity to said good prognosis template is below said predetermined threshold/' 
Support for these amendments is found in the specification, e.g., at page 13, paragraph 
[0034]; page 14, paragraph [0038]; page 19, paragraph [0070]; page 51, paragraph [001 17]; 
page 54, paragraph [00122]; page 58, paragraph [00128] to page 60, paragraph [00132]; page 
67, paragraph [00149]; and page 92, paragraph [00232]. 

Claim 29 also has been amended to recite, in pertinent part, "wherein said good 
prognosis template comprises measurements of the levels of expression of said at least two 
respective genes that are representative of levels of expression of said at least two respective 
genes in a plurality of good outcome patients and said poor prognosis template comprises 
measurements of the levels of expression of said at least two respective genes that are 
representative of levels of expression of said at least two respective genes in a plurality of 
poor outcome patients, and wherein a good outcome patient is a breast cancer patient who has 
non-reoccurrence of metastases within a first period of time after initial diagnosis and a poor 
outcome patient is a patient who has reoccurrence of metastases within a second period of 
time after initial diagnosis." Claims 42 and 89 also have been amended to recite, in pertinent 
part, "wherein said good prognosis template comprises measurements of levels of transcripts 
of, or proteins encoded by, respective genes in said plurality of genes that are representative 
of levels of transcripts of, or proteins encoded by, said genes in a plurality of good outcome 
patients and said poor prognosis template comprises measurements of levels of transcripts of, 
or proteins encoded by, respective genes in said plurality of genes that are representative of 
levels of transcripts of, or proteins encoded by, said genes in a plurality of poor outcome 
patients, and wherein a good outcome patient is a breast cancer patient who has non- 
reoccurrence of metastases within a first period of time after initial diagnosis and a poor 
outcome patient is a patient who has reoccurrence of metastases within a second period of 
time after initial diagnosis." Support for these amendments is found in the specification, e.g., 
at page 51, paragraph [001 17]; page 52, paragraph [001 19]; page 54, paragraph [00122]; page 
58, paragraph [00128]; and page 60, paragraph [00133]. 

Claim 45 has been amended to depend from claim 42, since claim 43 has been 
cancelled. 
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Claims 48 and 93 have been amended to recite "'wherein measurement of each said 
transcript in said poor prognosis template is an average of expression levels of said transcript 
in said plurality of poor outcome patients." Support for this amendment is found in the 
specification, e.g., at page 51, paragraph [001 17] and page 60, paragraph [00133]. 

Claim 92 has been amended to depend from claim 89, since claim 91 has been 
cancelled. 

Support for new claim 105 is found in the specification, e.g., at page 13, paragraph 
[0035] and page 60, paragraph [00133]. 

No new matter has been added by these amendments. 

I. STATEMENT OF THE SUBSTANCE OF THE OCTOBER 30, 2009 

INTERVIEW WITH SUPERVISORY PATENT EXAMINER NGUYEN 

Applicants thank Supervisory Patent Examiner ("SPE") Nguyen for the courtesies 
extended during the telephonic interview on October 30, 2009, with Applicant's 
representatives Adriane Antler and Sandra Brown (hereinafter "Interview I"). Pursuant to 37 
C.F.R. § 1.133 and M.P.E.P. § 713.04, Applicants present this statement of the Substance of 
Interview L 

In Interview I, Applicants' representative Dr. Antler described to SPE Nguyen the 
following information regarding the Restriction Requirement. In February 2009, Examiner 
Martinell contacted Dr. Antler, informing her that he intended to issue a Restriction 
Requirement in the application, and asked if she would make an oral election of one of 
Groups I, II and III. Examiner Martinell also informed Dr. Antler that, if Group II or III was 
elected, he further required an election of an invention of one combination of genes. In 
response, Dr. Antler objected to the restriction to one combination of genes, explaining that 
(1) restricting the claims to one combination of genes would devalue the application, since 
the claims could readily be avoided by using genes presently within the scope of the claims 
that did not include the elected combination, (2) the full scope of the claims could not be 
practically recouped in divisional applications due to the enormous number of divisional that 
would be necessitated, and (3) such a restriction is counter to the practice of the 
bioinformatics Group Art Unit 1631, which generally examined these types of claims without 
requiring such a restriction. Examiner Martinell stated that, if the claims of Group II were 
amended to recite "computer-implemented" and to specify the steps of the claims that are 
performed on a computer, he would withdraw the further requirement of the election of one 
combination of genes. Accordingly, a Second Preliminary Amendment Under 37 C.F.R. § 
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I. 115 was filed on February 27, 2009, in which independent claims 29 and 42 were amended 
to specify the steps that are performed "on a computer" and new independent claim 89 was 
added which recited "computer-implemented" and specified the steps that are performed "on 
a computer." In July 2009, Examiner Martinell left a voicemail for Dr. Antler, informing her 
that he had changed his decision, and that he was would issue a written Restriction 
Requirement requiring the election of one combination of genes if Group II or III were 
elected. Subsequently, Applicants' representatives sought to contact Examiner Martinell to 
discuss the change in decision. The written Restriction Requirement was mailed on July 30, 
2009. Subsequently, Applicants' representatives further discussed this matter with Examiner 
Martinell and with Marjorie Moran, SPE of Group Art Unit 1631. 

SPE Nguyen advised Dr. Antler that he would discuss the Restriction Requirement 
with Examiner Martinell. 

II. STATEMENT OF THE SUBSTANCE OF THE NOVEMBER 9, 2009 
INTERVIEW WITH EXAMINER MARTINELL 

Applicants thank Examiner Martinell for the courtesies extended during the 
telephonic interview on November 9, 2009, with Applicant's representative Adriane Antler 
(hereinafter "Interview II"). Pursuant to 37 C.F.R. § 1.133 and M.P.E.P. § 713.04, 
Applicants present this statement of the Substance of Interview II. 

In Interview II, Examiner Martinell informed Applicant's representative Dr. Antler 
that he had discussed with SPE Moran the practice of Group Art Unit 1631 for examining 
bioinformatics claims such as the instantly pending claims. Dr. Antler pointed out to 
Examiner Martinell, by way of example, that the claims of U.S. Patent Nos. 7,171,31 1 B2 
and 7,514,209 B2 are directed to methods that use the expression levels of genes selected 
from a table, without restriction to any particular gene or combination of genes from that 
table. Dr. Antler also noted to Examiner Martinell that the claims of U.S. Patent No. 
7,514,209 B2 recite use of prognosis templates comprising the expression levels of genes 
selected from a table. Dr. Antler proposed that the instantly pending claims be amended to 
recite the use of prognosis templates, similar to the recitation in the claims of U.S. Patent No. 
7,514,209 B2. 1 Examiner Martinell indicated that the proposed amendments would be 
considered favorably for withdrawing the requirement for selection of a combination of 
genes. 



These proposed claims amendments are made herein. 
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HI. RESTRICTION REQUIREMENT 

In the Office Action mailed August 1 9, 2009, the Examiner has required a restriction 
to one of the following three groups: 

Group I. Claim 1, drawn to methods for identifying genes; 

Group II. Claims 29, 42, 43, 45, 48, 54, 58-67 and 88-104, drawn to methods for 
classifying individuals by determining gene expression profiles; or 

Group III. Claims 73 and 74, drawn to polynucleotide microarrays. 

The Examiner contends that the above Groups are distinct inventions. 

In response, Applicants hereby elect Group II, claims 29, 42, 43, 45, 48, 54, 58-67 
and 88-104, drawn to methods for classifying individuals by determining gene expression 
profiles. Claim 105 is believed also to be in Group II. 

Additionally, the Examiner has required a selection of one combination of genes for 
examination. (Office Action at paragraph bridging pages 2-3.) In order to be fully 
responsive, Applicants hereby provisionally elect, with traverse, the combination of genes 
corresponding to the following markers selected from Tables 1-5: 



Table 


Accession/Contig No. 


Gene 


SEQ ID 


Table 1 


NM 000599 


IGFBP5 


51 


NM 002205 


ITGA5 


93 




Table 


Accession/Contig No. 


Gene 


SEQ ID 


Table 2 


NM_002888 


RARRES1 


109 


NM 005218 


DEFB1 


177 



Table 


Accession/Contig No. 


Gene 


SEQ ID 


Table 3 


NM 003158 


STK6 


113 


NM 007019 


UBCH10 


217 



Table 


Accession/Contig No. 


Gene 


SEQ ID 


Table 4 


NM 002038 


G1P3 


85 


NM 005101 


ISG15 


169 




Table 


Accession/Contig No. 


Gene 


SEQ ID 


Table 5 


NM 006096 


NDRG1 


199 


NM 004207 


SLC16A3 


139 
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The Examiner also has required "identification of the claims encompassing the elected 
invention." (Office Action at page 3, first full paragraph.) The pending claims believed to be 
readable on this selected combination of genes are claims 29, 42, 45, 48, 54, 58-67, 89, 90 
and 92-105. 

With respect to the requirement for selection of one combination of genes, Applicants 
respectfully traverse. To restrict the claims to one combination of genes would destroy the 
value of the invention and would be inconsistent with the practice of Group Art Unit 163 1, 
the art unit that examines bioinformatics claims such as the instant ones. 

The restriction to one combination of genes would destroy the value of the invention, 
because the full scope of the claims could not be readily or practically recouped in divisional 
applications. Indeed, the requirement to make such an election unduly narrows the claimed 
invention so as to permanently restrict claim scope for reasons unrelated to patentability. In 
order to recover the full scope of claim 1 as pending, in view of the restriction requirement, 
Applicants would have to file millions of divisional applications to cover all possible 
combinations, which is clearly impractical due, inter alia, to cost considerations. In 
particular, the claims of any given patent that matures from an application restricted to one 
combination of genes could be easily circumvented by simply substituting one of the genes in 
the selected combination with another of the genes from Tables 1-5. 2 

Furthermore, such a requirement for restriction to one combination of genes would be 
inconsistent with the practice of Group Art Unit 1631. As Dr. Antler pointed out to Examiner 
Martinell, the claims of U.S. Patent Nos. 7,171,31 1 B2 and 7,514,209 B2 (both examined in 
Group Art Unit 1631) are directed to prognostic-related methods that use the expression 
levels of at least 5 genes selected from a list of genes in a table, without restriction to any 
particular gene or combination of genes from that table. Indeed, the genes listed in Tables 1- 
5 of the instant application were selected because each of them is informative for a breast 
cancer patient's prognosis to a greater degree than would be expected by chance. (See instant 
specification at page 20, paragraph [0072]; page 25, paragraph [0087]; page 26, paragraph 
[0091] to page 28, paragraph [00100]; and page 93, paragraph [00235].) Thus, as has already 
been done in the examination of U.S. Patent Nos. 7,171,311 and 7,514,209, the claims should 

2 Indeed, in the prosecution of an analogous case, U.S. Patent No. 7,514,209, a 
Declaration under 37 C.F.R. § 1.132 was filed showing that one thousand (1,000) different 
combinations of five (5) genes, randomly selected from a table containing 231 gene markers, 
could each be used to achieve a successful classification of a patient as to prognosis 
according to the claimed method. 
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be examined consistent with the practice of bioinformatics Group Art Unit 1631, without 

restriction to any given combination of genes. 

Accordingly, Applicants respectfully traverse the further requirement for restriction to 

one combination of genes and hereby retain the right to petition from the restriction 

requirement under 37 C.F.R. § LI 44. Applicants submit that examination of the claims as 

pending, without restriction to one combination of genes, would not be a serious burden on 

the Examiner. The Manual of Patent Examining Procedure (MPEP) § 803 states: 

[i]f the search and examination of **>all the claims in an< 
application can be made without serious burden, the examiner 
must examine *>them< on the merits, even though **>they 
include< claims to independent or distinct inventions. 

(MPEP § 803, Eighth Edition, Rev. 7, July 2008 at page 800-4). 

In view of the foregoing, Applicants respectfully request withdrawal of the further 
requirement for restriction to one combination of genes. 



CONCLUSION 



Entry and consideration of the above amendments and remarks are respectfully 
requested. 



Date: 



December 15, 2009 



Respectfully submitted, 





Adriane M. Antler 
JONES DAY 

222 East 4 1 st Street 

New York, New York 10017 

(212) 326-3939 



32,605 



(Reg. No.) 
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